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GROUND RULES FOR TSE
OF THE AIDS MEMORANDUM

The AIDS Memorandum serves az a forum
for the rapid exchange of pew informa-
tion and ideas smong clinicians and eci-
entists isvelved in AIDS research and
managenent. Materisl contained in the
Yemorandum can be of several kinds:
positive andfor megative results, climi-
cal azd/er experimental findings, pre-
liminary andfor walidated data, observa-
tions, questions, theories, commentar=
ies, #nd others. Thie material iz mot
subjected to peer review. Therefore,
users of the Memorandum must sgree to
treat all material ss privileged infor-
mation and to copsider it as teatative
acd subject to change prior to formal
publication inm & refereed jourmal.

Users must agree not to cite material
from the MHemorandus without first ob-
tsicing the consent of thke autbor(s),
acd, with suthor permissionm, te cite ip-
formation only as & personal communica-
tion. Auther addresses are provided for
this purpose.

Users must agree to contribute data
or ideas to the Memorandum at least once
a year. Oo an snnual basis, the names of
individuals who have not contributed to
the Memorapdum will be culled frem the
mailing list, so a5 to limit circulatien
of the Memorandum ooly to isdividuals
actively workiong in the field.

Finally, users must agree to share
paterial in the MHemoraodum ooly with
other individuals willing to booor these
ground rules.
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13-CI5 RETINKOIC ACID THERAPY FOR
EAPOSI®S SARCOMA

13-cis retiooic acid (RA), a meta-
bolite of vitamin A with potent biologic
activity, haz been used clinically for
treatoent of severe scoe and for the
chepoprevention of cancer (Peck GL, 01-
sen TG, Yoder FW, et al: K Engl J Med.,
1979, 300:329-333; Elias PM, Williams
ML: Arch Dermatol., 1981, 117:160=1E80).
In addition to its effects oo cellular
differentiation, RA iohibits wirus in-
duction (Yamamoto N, Bister K, ZurHau-
sen H: Nature, 1979, 278:553=55&) and
potentiates the T cell immune response

(Lotac R: Biochim Biophvs Acta, 1950,
605:33-91). For these reasons, we
thought that EA might be wuseful in

treationg Kaposi's sarcoca (E5) associat-
ed with AIDS; and a pilot trial was be-
gun in March, 1383.

Six patients received RA by wmouth in
a daily dose of 2.0 eg/kg. All were
young bomosexual meo with biopsy-proven
cutapeous K5 who gave informed coosent
to the study. Each patient was monitored
weekly for tumor response and possible
drug toxicity. We considered & weeks of
copotipuous therapy #5 an adequate trial.

The results of this study are shown
in the table. All patients developed
thke expected desquasative dermatitis.
It becane necessary to discontioue the
drug io patients &, 5, and 6. While oo
therapy, twe patients (1 and 4) devel-
oped oral lesions typical of those
caused by Herpes sisplex wirus. Ooe
patienst (5) developed Poeumcocystis
carinii pocumonia. These infections are
typically asscociated with AIDS acd were
mot attributed to RA toxicity. Neo pa-
tient exhibited tumer regressicn, and
all adequately-treated patients devel-
oped pew lesions during the triasl.

We cooclude froem this pilet study
that EA isg pot asn effective drug for

CIS-RETINOIC ACID THERAFY
FOR KAPOSI'S SARCOMA

Duration
Pa- of Ther-

tieat apy (Wk) Toxicity

Response

Cutaneous
Cutanecus
Cutaneous
Cutaneous

12 Progression
Progression
Progression
Progreszion
— Cutanecus
— Cutanecus

(- ST I T TR
= o W P

treating agsociated with AIDS and
that the skin toxicity which was pro-
duced by RA at the dose used made it
an unacceptable drug for this group of
patients.

J. L. Ziegler, P. A. Volberding, and
L. H. Itri. Veterans Adsinistratiom
Hedical Center; San Francisce Geoeral
Hospital,  TUpiversity of Califoroia;
San Frapcisco, Califoroia 94121;
Heffmap-LaRoche, Inc., Hutley, Hew Jer-
sey 07110,

SIMIAN AIDS: AN OVERVIEW

An immuncsuppressive disease which
resembles buman AIDS bas recently been
recognized among Macaca mookeys boused
at several regional primate centers in
the United States (Hearicksorn RV, Osboro
KG, Madden DL, et al: Lancet, 1983, 1:
3B8-350; FHuot RD, Blake BJ, Chalifoux
LV, et al: Proc Natl Acad Bci USA.,
1383, 80:5085-508%; Stromberg K, Ben-
veniste RE, Arthur LO, et al: Science,
1984, 224:289-292). |Like busan AIDS,
the simian disesse, SAIDS, is character-
ized by profound immuncosuppression, mul-
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tiple opportunistic imfectioms, chrooic
wasting, in somc instance: malignancy,
and a high rate of mortality (Heorickson
RV, Osborn KG, Madden DL, et al: Lancet,
1963, 1:388-390; Hunt RD, BElake BJ,
Chalifoux LV, et al: Proc Natl Acad Sci
USA., 1983, BD:5085-5089; Stromberg K,
Benveniste RE, Arthur 10, et al:
Science, 1984, 224:289-202; London WT,
Madden DL, Gravell M, et al: Lancet,
1983, 2:B69-873; Gravell M, Londen WT,
Houff SA, et al: Science, 1984, 223:74-
76; Letvin NL, King NW, Daniel MD, et
al: Lancet, 1983, 2:599-602). Some af-
fected ponkevys have developed transitory
skin lesions which are histopathelogic-
ally similar te the "patch"” and “plagque”
lesions of Kaposi's sarcoma seen fre-
quently in human AIDS patients (Londen
WT, Hadden DL, Gravell H, et al: Lancet,
1983, 2:B69-873). Because of the simi-
larities in the clipical and patholog-
ical features of the human and simian
diseases, studies of SAIDS, particular-
1y those concerned with vaccination and
treatpent, may ipcrease our understand-
ing of and centribute to the control of
buman AIDS.

SAIDS has been experimentally trans-
mitted to healthy rhesus monkeys (Macaca
mulatta) by inoculations of unfiltered
homogenates of tissves, whole blocd, and
serum from rhesus monkeys with advanced
disease ([Hunt RD, Blake EJ, Chalifoux
IV, et al: Proc ¥atl Acad Sci USA.,
1983, B80:5085-5089; London WI, Hadden
DL, Gravell M, et al: Lsncet, 1983, 2:
BE9-ET73: Grawvell H, Londen WI, Houff BA,
et al: Science, 1984, 223:74-76; Letvin
KL, King MW, Dapiel MD, et al: Lancet,
1983, 2:599-8602).  1Direct evidence im-
plicating a virus as the causative agept
of SAIDS first came from experiments im
vhich the disease wvas transmitted to
healthy juvenile rhesus monkeys using
a5 ap iooculum a cell-free filtrate of
plasmas or a homogenate of lyephosatous

tissue from dizeased animals (Gravell M,
London WT, Houff SA, et al: Science,
1084, 223:74-76; Letwin NL, King NV,
Daniel MD, et al: Lancet, 1983, 2:39%-
602). The pore size of the filters used
in these studies was small enough to ex-
clude free-living micreorganisms.

More recently, we and others have
reported that a type D retrovirus, re-
lated but not identical to Mason-Pfi-
zer morkey virus (MPMV) (Chopra HC, Ha-
gon MM: Cancer Res., 1570, 30:2081-
2086), the prototype of type D retrovi-
ruses, is the causative agent of SAIDS
(Gravell M, London WI, Hamiltom RS, et
al: Lancet, 1984, 1:334=335; Harx BRA,
Maul DH, Osborn KG, et al: Science,
1984; 223:1083-1086). The p27 core poly=-
peptide of MPMV was found by competition
radicimmunoassay (RIA) to be antigenic-
ally closely related to the core poly-
peptide of the SAIDS retrovirus. How-
ever, antigenic differences existed be-
tween the envelope glycoprotein, gp70,
of HFMV and that of the SAIDS retrovirus
(Marx RA, Maul DH, Osborn KG, et al:
Science, 1984; 223:1083-1086). The re-
verse transcriptases of the SAIDS retro-
wirus and of MPHMV were alse found to
have similar characteristics (Colcher D,
Schlom J: Biochim Biophys Acta, 1980,
607:465-456). Both showed a Mg'" pref-
erence with the synthetic templates
poly(rA)+oligo(dT)y2-3s 2nd poly(rC)-
0ligo(dG)y3-3s but a Hn"" preference
wvith pnlﬂrtj‘-aligu[dﬁhg_“ (Gravell
M, London WI', Hamilton RS, et al:
Lancet, 1984, 1:334-335).

In our studies, SAIDS was trapsmitted
to tvo healthy rhesus monkeys (E-247 and
B-959) by inoculating them at the Na-
tional Institute of Neurclegical and
Communicable Disorders and Stroke with
an isolate of the SAIDS retrovirus, 1DB-
1, from serum of rhesus monkeys which
developed fatal SAIDS while housed at
the California Prisate Research Center




THIS MEMORANDUM CONTAINS PRELIMINARY DATA WHICH MAY BOT BE CITED
EXCEFT AS PRESCRIBED IN THE GROUND RULES FOUND OF PAGE 1

AIDS Memoraodum, Wel. 1(8), 1984

Page &

at the University of California at Davis
(CFRC) (Gravell M, London WI, Hasiltoeo
RS, et al: Lancet, 1984, 1:334-335).
The virus isclation was made in rhesus
mockey prisary bone marrow cultures.
Prior to use in tramsmission studies,
the isolate was passed four times in
witre inm low-passage pormal rhesus mon-
key fibroblasts anod purified by discon-
tinucus and centinucus density gradisnt
centrifugstion in meutral sucrose (den-
sity 1.15-1.17 gnfem?). Fractiens pooled
for the ipsculum shoved peak absorbance
&t 25& nx and contaioed the reverse
transcriptase activity. Oaly type D
retrovirus particles were geen by elec-
troo microscopy im megative staios of
the ipoculus. Finmally, in an RIA broadly
reactive for type C wirus of Colobus
sonkeys, CPC-1, and using specific mnti=
gera to purified core proteios of sev=
ersl type C retroviruses, Do evidence
was found that the wirus iooculum wag
contaminated with type C retroviruses
(L. 0. Arthur, unpublished data).

Both of the inoculated monkeye devel-
cped early manifestations of SAIDS (neu-
tropenia,; lyepbadencpathy, and epleno-
megaly) between 2 and & weeks after in-
cculation. More gevere digeaze wae noted
in monkey E-427, and an enlarged right
inguinal oode was resoved from thic anpi=
mal for bhistopathological examination
5 weeks after the experimental imocula=
tion. The normal architecture of the
podular cortex was found te be effaced
by extensive atypical proliferation of
lyephoblasts and imouncblasts. A few
subcapsular sggregates of small lymwpho=
cytes provided the oaly evidence of fol-
licles. Plasma cells were rarely seen.
This histopathology is comsistent with
that seen in previously studied animals
with SAIDS in early-to-intermediate
stages of disease. PBoth snimals died
E weeks after inoculatien with dizesses
#imilar both clinically and patheolegic-

ally to the diszease described previously
in experimentally and oaturally infected
rhesus monkeys with SAIDS (Hearickson
RV, Osborn KG, Madden DL, et al: Lancet,
1983, 1:388-390; Hunt RD, Blake BRI,
Chalifoux LV, =t sl: Proc Natl Acad 5ci
USA., 1983, BO:5085-5089). Death in both
snimals was attributed to pneumonia

caused by an opportunistic invader,
probably a virus.
The antibody responzes in the two

monkeys to the SAIDS wvirus were moni-
tored by an enzyme-linked immunosorbent
assay. No significant increase im IgG
antibody to SAIDS wirus was detected in
serun samples taken from these animals
at various intervals during the B weeks
they lived after infection. Other rhesus
ponkeys infected with and showing titers
of antibodies to cytomegalovirus (CHV)
or simian adenoviruses pricr to icfec-
tion with SATDS wirus have shown a grad-
ual lozs of these antibodies as SAIDS
progresses and have been found to bhave
no antibody to CHV or simian adenovi-
ruses at death. These results suggest
that infection of rhesus sonkeys with
the SAIDS retrovirus cam impair both
their ability to mount a prismary anti-
body response to the SAIDS agent and
their ability to respond to antigens to
which they previcusly were primed. Ra-
dial imeunodiffusion studies show that
concentrations of IgM, Igh, and IghA
antibodies are very low in animals with
sdvanced SAIDS. Histological examina-
ticns of lymph nodes of animals with
SAIDS have shovn diminished oumbers of
T and B cells in modes (Lonodon WT, Mad-
den DL, Gravell H, et al: Lancet, 1933,
2:869-873). In sum, the humoral immune
responses in rhesus sonkeys with SAIDS
are severly ispaired, more so than are
the humoral imoune respooses of humans
with AIDS (Gravell M, Londen WT, Houff
SA, et al: Science, 1984, 223:74-76).
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Ko inversions of T&:TE belper:sup-
presser T cell ratios have been found imo
rhesus monkeys with SAIDS. This is the
case regardless of the time after infec-
tion or the severity of the disease. In

*contrast, ioverted T4:TE lymphocyte ra-
tios ars common ip bumans with AIDS
(Gravell M, London WI, Houff 54, et al:
Science, 1984, 223:74-76).

Studies of the responses of lympho-
cytes froz rhesus monkeys with SAILS teo
gtimulation with the mitogens, phyte-
hemagglutinin, concanavalio A, and poke-
weed mitogen, bave shown that, in the
early stages of the disease, lysphocyte
responses are oot impaired. However, in
late stages of the disease, when animals
are near death, stisulatiop indices are
significantly lower than are those of
controls (Gravell M, London WI, Houff
SA, et al: Science, 1984, 223:74-T76).

Using a type D SAIDS retrovirus grown
in tissue culture, our collaborators
from the CPRC bave also transmitted
fatal SAIDS to rhesus monkeys (Marx RA,
Haul DH, Osboro KG, et al: Science,
1984, 223:10B3-1086). Isolations of
similar type D retroviruses bave been
made from macague species with BAIDS
boused at the New England and Waeshingten
Regional Primate  Rescarck  Centers
(Stromberg K, Benveniste RE, Arthur LO,
et al: Science, 1984, 224:289-292;
Daniel MD, Kiog KW, Letvic KL, et al:
Science, 1984, 223:602-605). However,
transmission studies of SAIDS witk wi-
ruses isclated from disessed apimals
aod propagated io vitro at these centers
have pot been deseribed. In 1975, Finos
and covorkers (Fine DL, Lendena JC,
Pieota RJ, et al: J Natl Cencer Inst.,
1975, 54:651-658) reported that newborn
rhesus mookeys inoculated with MPHV died
of an imsunosuppressive discase baving
characteristics similar to these of
SAIDS. These reports add credence to

our conclusion that SAIDS is caused by
a type D retrovirus related to HPHV.

We believe that coptaminated saliva
apd urine may be wvehicles for the nat-
pral transmissiopn of BAIDS. In recenoL
studies, we bhave isolated SAIDS retro-
wvirugses from saliva and urine of di-
seased rhesus mopkeys and were success-
ful in transmitting SATDS with such vi-
ruses propagated in vitro.

M. Gravell and J. Sever. Infectious Di-
geases Branch, Intrasural Research Pro-
gran, National Imstitute of Neurological
apd Communicative Disorders and Stroke,
National Imstitutes of Health, Bethesda,
Marvyland 20205.

SUPPRESSION OF HUMORAL IMMUNITY IN
RHESUS MONKEYS WITH SIMIAN AIDS

Simian AIDS (SAIDS) is a frequently
fatal, mnaturally eoccurring disease of
monkeys of the genus Macaca. Affected
animals show signs of profound immunoc=
suppression, can be infected with sulti-
ple epportunistic agents, and, in some
instances, develop Kaposi's-like sarcoma
lesions and other malignancies. We and
others have reported that the etiologic
agent of SAIDS is 2 type D retrovirus
related te Hason-Pfizer wmonkey wirus.

An enzyne-linked ismunosorbent assay
exploying density gradient-purified
SAIDS type D retrovirus as antigen was
psed to study the effect of SAIDS virus
infection on the humoral immunity of
thesus mookeys. Two female juvenile
rhesus monkeys, 17% months of age, were
inoculated with purified SAIDS-Californ-
ia virus (IDB-1 isolate). Each was moni-
tored serially during the 2 month course
of iofection till death. No significant
increase in antibody to the SAIDS wirus
was detected at any time during the
course of the disease.
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Fhesus monkevs infected with cyto-
megalovirus (CHV) or simian adenoviruses
and having seasurable titers of epecific
antibodies to thesze agents prior to in-
fection with the SATDS wirus gradually
loge these antibodies as SAIDS progress-
eg. At death, no aotibedy to CHV bor
sdenoviruses is detectable in such ani=
mals, suoggesting that SAIDS causes &
geoeral decresse in bumoral immunity.

Many different cell types bave been
found to be susceptible to infectica by
the SAIDS type D retrovirus. These in-
clude bone marrew cells, T cells from
thymus and periphersl bleod, fibro-
blasts, and kidney cells. We are endea-
voring to determine the mechanise of

buseral iessune suppression in animals
with SAIDS.

H. Gravell, W. Londen, G. Scherba, R.
Hamilton, amnd R. Atkiaos. Jofecticus
Diseases Branch, Intramural Research
Program, NKatiopal Jostitute of Keuro=

logical and Communicative Disorders and
Stroke, Natiopal Institutes of Health,
Bethezda, Haryland 20205.

COMPARISON OF THE CAUSATIVE AGENT
0F SIMIAN ATDS AND MASON-FFIZER
HONKEY VIRUS

We and others bhave reported that zim=
ian AIDS (SAIDS) iz caused by a type D
retrovirus similar to the Hason-Pfizer
ponkey virus (MPMV). Features of these
two viruses are compared here.

The p27 core antigen of the SAIDS wi-
rus isolates originating from diseased
ponkeys from the California Primate Re-
search Center at Davis has been found to
be cleosely related to the core antigen
of MFMV. However, antigenic differences
vere found between the gp70 polypeptide
of the SATDS-California isolates and the
comparable polypeptide of MPMV.

The reverse transcriptase associated
with the isclate of the SAIDS-California
wirue designated IDB-1 baz a divalent
cation preference of magnesium when
tested with the synthetic tesplate-pri- .
mers poly(rA)-oligo(dT)ys-3a and pely
(rC)+oligo(dT)35-3a- It has a manganese
preference when tested with poly(rC )-
0ligo(dT)13-38- The reverse tnnuﬂp*
taze of MPMV hac the sase divalent ca-
tion preferences for these syothetic
tenplate-primers.

Our imsunoprecipitation and polyacry-
lamide gel electrophoresics studies bhave
shown that the IDE-1 isolate cootains
four polypeptides with the same molecu-
lar weights (10K, 20K, 27K, acd 70K dal-
tons) as those reported for MPMV. The
12K dalton and 14K dalton polypeptides
reported for MPHV were not detected in
immuncprecipitates of SAIDS wirus but
were seen in electrophercgrams of non-
ispunoprecipitated virus.

These studies provide additional im-
formation which suggests that the IDBE-1
isolate of SAIDS-Califoroia virus is re-
lated to, but mot identical to, HPHV.

H. Leon-Monzen, G. Scherba, R. Hamiltom,
¥W. Londen, B. Potts, and M. Gravell. In-
fectious Diseases Branch, Intrasural Re=
search Program, National Institute of
Keurological and Commumicative Disorders
and Stroke, Kational Tostitutes of
Health, Bethesda, Haryland 20205. v

TRANSHMISSION OF SIMIAN AIDS WITH TYFE D
RETROVIRUS 1SOLATED FROM SALIVA OR
URINE

Saliva aod wurioe specimens from
rhesus mookeys with simiam AIDS (SAIDS)
were found to cootaio a type D retrovi-
rus related to Hasoo-Pfizer monkey wvirus
(MPHV). The wirus bas been linked etic=-
logically to SAIDS. WVirus isolates from
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galiva and urine were shown to have the
characteristics of the BSAIDS agent in
their reverse transcriptase divalent ca=
tion preference for synthetic template-
primers, preoduction of characteristic
cytopathkology in Raji cells, and anti-
genic relatedness to MPFMV determined by
sn enzyme-linked immunosorbent assay and
a competition radicimmuncassay. Electron
micrograpks of parotid tissue from an
animal with SAIDS alsco showed budding
particles with type D retrovirus mor-
phology. When a virus isolate from the
prine of an animal with SAIDS was grown
in tissue culture and sobsequently imoc-
ulated into two normal juvenile rhesus
monkeys, SAIDS developed in both ani-
mals. S5Since saliva and urine of mookeys
with SAIDS contain infecticus SAIDS wi-
ruses, they are likely sources by which
the disease is mnaturally transmitted.
Thus, care should be taken to aveid con-
tact between normal and  infected
animals.

M. Gravell, W. T. London, G. Lecatsas,

R. 5. Hamilton, §. A. Houff, and J. L.
Sever. Infectiows Diseases Branch, Ka-
tional Imstitute of Neurslogical and

Comounicative Disorders and Stroke, Na-
tional Institutes of Eealth, Bethesda,
Maryland 20205.

INTERLEUKIN 1 AND INTERLEUKIN 2
PRODUCTION BY PERIPHERAL BLOOD
MONONUCLEAR CELLS OF HOMOSEXUAL
MEX WITH ALTERED IMMUNITY

Interlenkin 1 (IL-1) production has
been less intensively studied in bomo-
sexual men with AIDS or AlIDS-related
complex (ARC) than has interleukin 2
(IL-2) production (Cicbanu N, Welbe K,
Kruger G, et al: J Clin Immuncl., 1983,
3:332-340). 1IL-1 is produced by mono-
nuclesr phagocytes from various sources

(Dinarello, CA: Rev Iofect Dis., 1584,
6(1):51-95). Io patiects with AIDS and
epportunistic iofections, the macro-
phages appear to function oermally when
assays iovolviog myeloperoxidase staie-
ing, mwessurements of oxidative metabeo-
lism, phagocytosis, and sotimicrobisl
activity are performed (Murray HW, Bubin
BY, Masur H, et al: N Engl J Med., 1984,
310:883-889). Generally, IlL-1 produc-
tion has correlated with other parame-
ters of monocyte activation (Dimarelles
CA: Rev Iofect Dis., 1984, 6(1):51-95).

We evalusted IL-1 and IL-2 production
ios 12 bomosexual men who did pot have
AIDS but who had cutaneous anergy and
low levels of T-helper (Th) cells. Four
of the patients had weight loss, fa-
tigue, and diffusc ly=pbadencpathy,
while eight were asypptomatic or bad
chronic lympbadenopatbhy ¢aly. Ten heter-
osexusl men served as coptrols.

The pumber of Th cells for the study
group was 481 % 255 (mean % 5D)/en® and
the pumber of T-suppressor (Ts) cells
was 827 * 349/em?, Heterosexual controls
had 963 % 333/mm® Th cells and 671 2
303/mx?® Ts cells. Lymphocyte prolifera-
tive responses to two wmitogens, phyto-
hemagglutinin (PHA) aod concanavalin A,
were depressed in homosexual wen, but
the differences from the results ob-
tained for hetercsexual controls were
pot significant.

The Il-1 production by adheremt per=
ipberal blood mwonomuclear cells stimu-
lated by lipopolysaccharide was measured
by 2 lymphocyte activating factor sssay.
The results are exrresitd as counts per
mioute (cpm) of 3IH-thymidine (*H-TdR)
incorporated inte mouse thymocytes. IL-2
producticon by npon-adhereat peripheral
blood moncnuclear cells ioduced by FHA
was analyzed using & T-cell growth fac-
tor sssay. Results are expressed in cpo
for *H-TdR incorporated iote IL-2-
dependent CTLL-20 cells.
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Froduction of both IL-1 and IL-2 was
significantly depressed in homosexual
mer vhen compared with the productiom inm
beterosexual centrols (Table). Seven of
12 bomosexual men bhad IL-1 productiocn at
a level that was <500 cpm, whereas all
beterosexual cootrols were at a level
>3000 cpm. The ]L-2 production in seven
boscsexual men was <150 cpm as compared
to >400 cpe in all hetercsexual con-
trols. Five participants shoved de-
pressed production of both IL-1 and IL-2
(<500 cpm and <150 cpm, respectively).

The IL-2 production was similiar im
those hososexual men with Th <400/mm®
and these with Th >500/mm®. Four home-
sexuzl pen with low levels of monocytes
(M) (<100/mm®) had lower IL-1 production
(367 % 449 cpm) than did eight hososex-
val pen with higher levels of M (1212 %
1736 cpm). IL-1 and IL-2 production were
similiar in symptosatic snd asymptomatic
homosexual men.

Feripkeral blood sononuclear cells of
homosexual men witbhout AIDS but with
evidence of immune dysregulation produce
lesg IL-1 and IL-2 than do cells of
heterosexusl controls. The decrease in
IL-1 production and the recent finding

(IL-2R) oo T belper cell surfaces in
vitre may explain why there is reduced
IL-2F expreszion by stimulated lympho-
cytes in some patients with AIDS and
lyephadencpathy syndrose (Kaye J, Gillis
§, Mizel 5B, et al: J Imsuncl., 1984,
133:1339-1345; Prince HE, Kermani-Arab
¥, Fahey JL: J Temunol., 1984, 133:1313-
1317). Many of the opportunistic imfec-
tions in AIDS patients are caused by
intracellular patheogens. Effective con=
trol and eradication of these organisms
require intact cellular iemuonity. Fur-
ther investigations of mooocyte and ly=-
phocyte interactions, particularly their
pedistion by monokices and lywphokioes,
are therefore varranted in ARC patients,
since the deregulation of cellular im-
punity may be instrusental in the subse-
quent development of opportunistic
infections.

J. Goldsmith, J. BHuprikar, 5. Wu, J.
Cheiel, D. G. Ostrow, and J. P. Phair.
Bection of Infectiouz Disease, Depart=-
mwent of Medicime and Department of Com=
munity Health and Preveotive Medicine
and Cancer Center, Korthwestern Univer-
gity Medical School and the Howard Browm

by Kaye and co-workers that JL-1 pro- :;?;:%11 Clinic; (Chicapo.. Ilincis
motes expressien of IL-2 receptors
IL=1 and IL-2 PRODUCTION
Homosexual Men Heterosexual
with ARC Controls
(o =12) (o = 10)
I1-1 productiont 1026 + 1551 6719 + 4010 p = 0.0002"
IL-2 prc-du:tinn:l 281 * 2BB 722 * 232 p = 0.001

i cpa (sean £ SD)/10% assay cells.
L) Student's two-zample t=test.
¥ cpz (mean % 5D)/10% assay cells.
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DEFECTIVE FUNCTION OF ANTIGEN-
PRESENTING CELLS IN AIDS

In a recent publication, Belsito and
associates (Belsito DV, Sanchez MR, Baer
EL, et al: N Engl J Hed., 1984, 210:
1279-1282) reported that persons with
AIDS or the AIDS-related complex had
gignificantly fewer nusbers of Ia-posi-
tive Langerhans® c¢ells in their skino
biopsies than did pormal subjects. They
suggested that this aboormality might be
associated with defective antigen pre=-
geptastion by these cells in the skin and
perhaps by other antigen-presenting
cells elsevhere in the body.

We bave bad & unique eppertunity te
obtain data that support this proposal.
One of our male patients with AIDS
proved to be HLA=-identical to bis sis-
ter, and cells from these siblings were
mutually nen-responsive in mixed leuke-
cyte cultures. Menonuclear cells from
the patient and hie sister were obtained
by Hypague-Ficoll centrifugation of per-
ipheral bleed. Cell preparaticos frcm
both schjecte contained 100 monocytes
and 90% lymphocytes.

Toe T cell proliferative responses of
the cells were assessed by culturimg 2.5
x 10% lymphocytes from each subject in

the presence or absence of candida anti-
geo (20 pg protein/ml). After 6 days,
the cells were labeled with tritiated
thymidine to measure antigen-dependent
INA synthesis. Antigen presentaticon was
sssessed by incubating mopocuclear cell
preparations from each subject with or
without candida antigen (20 pg/ml) for
120 mioutes at 37°C. The cells were
then irradisted (1500 R), washed, and
mixed with equal numbers of potential
responder cells from the sister. (The
low pusbers of cells from the patient
precluded testing the patient's cells
as responders in the second stage of the
assay.) In these second stage cultures,
therefore, the only antigen involved was
that presented by cells from the first
incubation. After 5 days, the cells were
labeled with tritiated thymidine and
harvested.

T cells from the sister responded to
candida antigen with a proliferative re-
sponse as measured by thymidine incor-
poration, but T cells from the patient
did oot (Table, part A). In the two-
stage studies (Table, part B), antigen-
pulsed cells from the sister were able
to stimulate the incorporaticn of thymi-
dine by other (responder) cells from the
sister. By contrast, antigen-pulsed

T CELL EESPONSES TO CANDIDA

Experimental Stimulatisn

Design Celles from Candida cpm Index

A. Antigen present AlIDS patient - 201 A

throughout experi- + 241 1.2

" Sister - 754 —

* 6183 B.2

B. Antipen prezented AIDS patient = BES —_—

by antigen-pulsed (1% culture) + 59 1.3
cells to pizter 2

3 Sister - 1727 —

celle in zecond {1® culture) & 8927 5.2

Etage culturs
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cells from the patient did not stimulate
a proliferative respomse by a responder
cell preparation from the sister.

The well-recognized imsunclogic com=
ponents of AIDS include profound deple-
tion of T lymphocytes, especially belper
T cells, and marked immunodeficiency.
Our ebservations and the report that Is-
positive Langerhans® cells are deficient
in patients with AIDS raise the possi-
bility of yet another immunologic abnor-
mality—a defect in asntigen presenta~-
tion. The existence of such » defect, if
confirmed, could severely limit the af-
ficacy of certain forms of imsunotherapy
for AIDS patients.

C. H. Kirkpatrick, K. C. Daviz, and C.
H. Horsburgh, Jr. Conrad D. Stephenson
Laboratory for Research in Immunalogy,
Katiomal Jewizh Hospital and Research
Center, Deawver, Colorado BO2D6.

HEDICAL RESEARCH COUNCIL WORKING
PARTY ON AIDS

A Working Party on AIDS was set up by
the Hedical Research Council (HRC) im
the United Kingdeom (UK} in the autumn of
1983. The mandate for the Working Farty
vas threefold: (a) te reviev scientific
understanding of and research on AIDS inm
the UK and abroad, (b) to encourage con-
tact and co-operation between research-
ers io the field, and (c) to advize the
HRC as to the current status of know-
ledge in the field and about topice of
interest for research.

The first oeeting was beld in Dcto-
ber, 19E3. Clinical, epidemiclogical,
etiological, and pathogenetic aspects of
AIDS were reviewed. The Working Party
then wenot oo to coasider what opportuni-
ties for research would be unique or
epecial to the UK. That the epidemic
vas laggiog some 3 years bebind the epi-
demic of AIDS ino the United States meant

that the background agaimst which AIDS
develops might be delinested, and the
emsergence of AIDS and AIDS-related con-
ditions inm high risk groups wmight be ob-
servable. The pattern of disease in the
UK seemed momewhat different from the
pattern observed elsewhere and peeded
careful docusmentation.

The structure of wvenersology im the
UK was considersd such thst the highest
risk group (homosexual men) could be
studied in & small pusber of well-
equipped centers with good contact with
their communities. The position of gas=
troenpterology in the UK was thought To
be such that opportunities would be
available for AIDS research. The systes
for bemophilia treatment and for blood
product organization in the UK would
make possible detailed studies of bemo-
philia-associated cases. The organiza-
ticn of epidemioleogy in the UK was
thought well-suited for studying the
AIDS problem. The clese links between
clinical and laboratory werkers in imou-
pelogy in the UK were considered an as-
set. Finally, it was felt that particu-
lar opportunities to pursue carefully
coptrolled and monitored therspeutic
triale were available. ©On the other
haod, there appeared to be Do unique
virology facilities in the UK, mor was
there special expertise io genetic en-
gioeering that was pot available ino
other countries. The seeting concluded
after considering three graot proposals
that were to be forwarded to the Systems
Board of the HRC for further considera=
tion.

The second meeting of the Workiog
Farty wias beld in Deceamber, 1983. Re-
ports from several seetiogs on AIDS that
bad been held in wvarious parts of the
world were given. The major focus of
the meeting involved further discussion
of those areas proposed for future re-
search in the UE.
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The third meeting was held in April,
1984. A document had been prepared out-
lining the possibilities for research.
Eight cooclusions and recomsendations
were made. (2) The patiomal surveil-
lance system for AIDS, which was based
painly on veluntary reporting of cases,
should be extended. (b) Detailed studies
of AIDS eccurring ie hemcphiliacs should
be carried out. (c) Lengitudinal stud-
jes of homosexual men attending clinice
(particularly 5t. Mary's and Hiddlesex
Hospitals in London) should be under-
taken, and such studies should be con-
tinued for at least 3 years. (d) All
cases of AIDS should be studied clini-
cally and documented completely, and
studies of the pathophysielegy of diar-
thea and malabsorption should be en-
couraged. (&) New therapeutic methods
should be evaluated by local groups on
a fev patients in pilet studies and fol-
lowed uwp in larger trials if prosising
results were obtained. (f) All micro-
biclegical possibilities for an etio-
logic agent could mot be adeguately pur-
sued. Because a wviral eticlegic agent
geemed very likely, groups of workers
with enthusiasm and skill for studying
candidate wviruses should be encouraged
to do so. The MRC was already supporting
a restriction endoouclesse mapping Sur-
vey of the cytomegaleviruses isolated.
In additien, 2 search was underwvay for
buman T leukemia/lymphoma and related
viruses and antibodies againost them.
(g) A good deal of work has already been
done on immunslogical changes in AIDS
but mnet on immunchistopathological
changes. The reagents and facilities
for studying the latter are excellent in
the UK and thesze studies should be pur-
sued. (h) Useful surrogate tests should
be developed for studying blood sample

donations.

After the report was considered,
three graot propotals were discussed.
The meeting was folloved by @& Ppress
brieficg. The fourth meeting of the
Working Party is scheduled for the
autumn of 1984.

Members of this Party are D. A. J.
Tyrrell, D. Taylor-Rebimsom, A. J.
Pinching, H. W. Adler, A. L. Bloom, K.
§. Galbraitk, J. R. W. Harris, P. J.
Lachoan, H. P. Lambert, K. Hurray, J. G.
P. Sissoos, R. 5. Tedder, A. D. B. Web-
ster, and K. Weiss.

D. Taylor-Robinson. Division of Sexually
Transmitted Diseases, Clinical Research
Centre, Harrow, Middlesex, England KAl
T
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U.S. ATDS CASES REPORTED TO THE CENTERS FOR DISEASE CONTROL AS OF OCTOBER 1, 1984

PERCENT PERCENT
DISEASE CASES OF TOTAL DEATHS - DEAD
E5 without FCF 1475 24 &332 29
PCP without K5 3309 54 1659 50
Both K5 apd PCP 3717 & 252 67
01 without K5 or FCP 1621 17 555 55
TOTAL 6182 100 2902 &7
K& = Kaposi's sarcosa PCP = Poeumocystis carinii poeumonia
0l = Qpportunistic infection
MALES FEMALES TOTAL
PATIENT GROUPS* CASES % OF TOTAL CASES % OF TOTAL CASES S
Adult/Adolescent
Homosexual eor £503 T8 — — &503 FE]
bisexual sen
IV drug user B35 14 226 57 1061 17
Baitian 195 3 35 9 230 4
Hemcphiliac &2 1 o 0 &2 1
Heterosexual 2 0 &5 11 & 1
cootactt
Transfusions with 42 1 30 B 72 1
bloeod products
Mooe of the above 164 3 (19 16 228 &
TOTAL 5783 100 399 100 6182 100
Pediatric]
Fareot with AIDS 21 53 23 78 &4l [T
or 8t increased
risk of AIDS
Hemophiliac & 10 o [} & &
Transfusion with 10 25 Z 7 12 17
blood products
¥one of the above 5 13 [ 14 9 13
TOTAL &0 100 29 100 &9 100

* The risk groups listed are hierarchically ordered; cases with sultiple risk
factors are tabulated oaly in the risk group listed first.

T With & person with AIDS or at risk for AIDS.

I Iocludes patients under 13 years of age at time of diagnosis.



